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successful. It clearly demonstrat~:s that mucla can be learned by 
specifically inhibiting one expression with antisense oligonucle- 
otides and RNA. Although the potential antiviral activity of these 
agents is abundantly clear the more basic questions relating to 
clinical use are less well defined. Ultimately the clinical success of 
any antisense strate/~y will depend more on the role of the genes 
against which they are directed than on the eMcacy of the agents 
themselves. 
Bradford W. Ozanne 
Robert F. Hennigan 
The Metastatic Cell: Behaviour and Biochemistry; By Clive W. Evans; Chapman and Hall. London, 1990; xiv + 555 pages. 
£47.00. ISBN 0-412-303000. 
The task of preparing a 500 page treatise on tile life and times 
of the metastatic cell must have been truly daunting. Yet Clive 
Evans has succeeded inbringing together in an eminently readable 
manner the threads of a complex, difficult and rapidly expanding 
field. The book is divided into six chapters dealing with every 
major aspect of the metastatic, process. Chapter one details the 
phenotypic characteristic of tumour cells and serves as an excellent 
introduction to tile main thrust of the book, presenting, a broad 
outline of the cell biology of the cancer process. This initial chapter 
is liberally sprinkled with definitions/explanations f terms 
commonly used by experimental/clinical oncologist which l am 
sure will be appreciated by many readers not directly involved in 
the field, but who wish to learn more about the subject. Sectior.s 
of this chapter also deal with the classification, grading ~,.nd 
staging of tumours, as well as detailed information as to what 
makes a tumour cell different from a normal cell. Basic differences 
between the behaviour of malignant and benign turnouts are 
outlined and included in this section is the amazing fact that the 
largest benign tumour ever removed from a human was 328 lbs 
weight, a tumour of enormous proportions whose removal must 
have required surgical skills of Herculean proportions. This piece 
of'neoplastic trivia' will suxely remain ingrained in my mind for 
a considerable period of time. 
The clarity of style and wit of the author which is allowed to 
peek through periodically immediately captures and retains the 
attention of the prospective r ader. Sadly many books, written by 
scientists and clinicians alike, lack clarity of thought particularly 
as to the best way of imparting their expert knowledge and, alas, 
humour, no matter how subtle, is generally banished from books 
on such august subjects. Evans certainly overcomes the former a~:l 
perhaps editorial direction restrained the latter. Even though the 
authors literary skills are laudable, the book does not contain one 
single photomicrograph detailing any aspect of the invasion 
p,'oeess, a serious oversight given the topic of the book. In fact 
diagrammatic presentations are few and far between and the ones 
contained within the book are singularly uninformative and 
unattractively drawn. Was any credence given during the 
preparation of this treatise to the much valued ictum of'a picture 
being worth a thousand words', 1 sadly ask myseil: 
In his treatment of the invasion process Evans provides much 
welcome background information on the structure and function 
of both the vascular and lymphatic systems prior to discussing the 
mechanisms of turnout spread. He also draws interestin8 and 
informative parallels between extravasation of leukoeytes seen 
during an inflammatory esponse and the invasion of turnout cells. 
Both systems are quite similar in many respects except one has 
evolved as a protective element of host defgnce mechanisms while 
the other is still one of the outstanding problems for the cancer 
biologist o solve. He also rightly cautions on the use of over 
simplified in vitro/in rive model systems in the study of tumour 
invasion, particularly in relation to over interpretation f results. 
One must constantly bear in mind that turnout invasion is simply 
not the turnout cell pushing its way through artificially generated 
connective barriers. In the final analysis this book will fulfil the 
need of an enormous number of people working in the area of 
tumour biology for it brings together a thorough synthesis of the 
recent literature in the field. The detailed reference list running to 
55 pages attests to the monumental effort put into writing this 
thoroughly readable book. 
Tom Cotter 
Peptides as Probes in Muscle Researeh~ Edited by J.C. R0egg; Springer-Verlag; Berlin, 1991; ix -*- 174 pages. DM 128.00. 
ISBN 3.540-53653-I. 
Early observations of H.E. Huxley and co-workers that neither 
the thick not the thin filaments of striated muscle shorten during 
contraction, led researchers to conclude that the two types of 
filaments slide past one another during the contractile and 
relaxation processes. It is now known that the remarkable ability 
of muscle to pass through cycles of contraction and relaxation is
the result of the makinl~ and breaking of molecular contacts, 
so.wailed gruss-brid~e formation, between the ""'~",,,~,.,, and thin 
filaments of the acre-myosin system. Cross-bridge formation 
between the globular heads of myosin of the thick filaments and 
actin,, tropomyosin and troponin of the thin filaments is 
fundamental to tile sliding process. An important experimental 
approach to understanding th~ molecular basis of muscle 
contraction has been to use synthetic peptides that resemble 
sequences in tile proteins. This monograph brings under one cover 
i 5 ~hort reseamh papers that describe the use of synthetic peptides 
in probing the amino acid sequences that underpin the contractile 
process. 
The volume, begins with two exeelle.m papers that summarize 
what is known about the structure of aorta and the interaction of 
myosin with aotin and troponin (Tn). A historical perspective is 
given on the extensive synthetic peptide research ou muscle 
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proteins. The combined use of specific synthetic peptides to inhibit 
the contractile process in permeabilized single muscle fibres and 
the power of NMR spectroscopy (including ID and 2D NMR, 
transferred NOESY) to examine the structure of small peptides in 
solution and when bound to a protein has led to the identification 
of some of the critical residues in the acre-myosin complex that 
are involved in muscle action. Studies using the synthetic peptide 
ofactin, actin 1-28, are described, with particular attention shown 
to its ability to bind the SI fragment of myosin, to activate SI. 
ATPase activity, and to bind Tn in the absence but not in the 
presence of calcium. The use of myosin-specific synthetic peptides 
to identify actin-binding sites on the heads of myosin are 
described: the site around the fast-reacting SH 1 thiol (Cys707), the 
site on the C-terminal region of the 50 kDa domain of SI and the 
site on the N-terminal region of the LI myosin light chain. 
Competition assays, in which force generation by skinned muscle 
fibres is measured in the presence and absence of peptide, have 
identified the sequence IRICRKG that contains the reactive SHI 
thiol and the critical residues of the actin-binding S site. The use 
of myosin Sl-derived peptides and caldesmon-derived 
polypeptidgs that specifically interfere with the weak, but not the 
strong, cross-bridge interactions in the experiments on single 
muscle fibres, are described. Evidence that actin and myosin 
'dock' at multiple sites, which offers intriguing possibilities for 
defining the weak and strong states of the acto--myosin complex, 
is discussed in several of the papers. Peptides derived from Tnl and 
the 20 kDa domain of myosin SI, which affect the calcium 
sensitivity o~" the contractile system, are particularly relevant o 
cardiac muscle where the relationship between intraeellular 
calcium concentration a d force vary over a wide range. The use 
of synthetic peptides here is a promising approach to 
understanding the calcium-dependent protein switches involved in 
muscle contraction. The volume is concluded by two papers on 
dystrophin and the identification of a putative actin-bindin8 
domain for the molecule. 
This ezcellent monograph, which contains numerous high- 
quality coloar illustrations, hould prove u~eful to anyone ngaged 
in muscle research or those considering entering the field. It 
highlights the scope and nature of the problems that can be 
addressed by the use of synthetic peptides. It is particularly 
recommended for those interested in examining the three- 
dimensional organisation of molecules in muscle. 
Karl Kadler 
Isolated Hepatoeytes: Preparation, Properties and Applications (Laboratory Techniques in Biochemistry and Molecular 
Biology, vol. 21); By M.N. Berry, A.M. Edwards and G.J. Barritt with a contribution by D.S. Friend; Elsevier, Amsterdam, 
1991; xxi + 460 pages. $183.00, Dfl. 320.00. ISBN 0--~,4-81302-0 (hardback); $71.50~ Dfl. 125.00. ISBN 0-444-81299-7 
(paperback). 
The widespread use of the technique of hepatoeyte isolation by 
collagenase perfusion of the liver has transformed many aspects 
of research into hepatic function. Increasingly, the technique is 
used by non-specialist groups for a diverse range of applications, 
resulting in a plethora of modifications to the technique and, one 
suspects, adiversity in the final product. This excellent publication 
will be of value to those entering the area of hepatoeyte prepara. 
tion for the first time, as well as source of valuable inlbrmation 
to the experienced researcher. 
The value of this book stems from detailed but clear descriptions 
of experimental technique, where the rationale and consequences 
of various manipulations are discussed in detail. Indeed, the book 
is intended to serve as a laboratory manual. The authors claim 
first-hand experience with all of the experimental protocols and 
most of the procedures described in the text. Indeed, the credibility 
of the authors is outstanding. Nevertheless, the scope of the topic 
is now so large that some of the treatments, e.g. Chapter 7, 
utilisation of hepatocytes for drug studie-~, and Chapter 12, 
selected specialised techniques, appear superficial, in comparison 
to the general body of the book. The treatment of chapters 
concerning the background (Chapter 1), high yield preparation 
(Chapter 2), other methods of hepatocytg isolation (Chapter 3) 
and assessment of integrity of isolated hepatocytes (Chapter 4) are 
thorough and informative, and will enable the reader to compare 
approaches in their own laboratory against 'benchmark' 
protocols. Hepatocyte preparations for rat, mouse, guinea pig, 
birds, fish and man are included. 
The chapter concerning the microscopy of isolated hgpatocytes 
by Dan Friend, the original collaborator with Michael Berry, is 
especially effective, giving clear examples of morphological 
changes induced during cell preparation and by certain toxic 
chemicals. Chapters are also devoted to biochemical properties of 
cells (Chapter 6), the effects of hormones on hepatocyte function 
(Chapter 8) and Ca 2" ion transport and eompartmentation 
(Chapter 9). 
Nearly a third of the book is devoted to methods of hepatocyte 
culture, with a separate chapter (10) outlining aspects of cell 
isolation, particularly relevant to establishing primary cell 
cultures. The chapter on inonolayer culture (Chapter 11) contains 
many useful protocols for the prepration of various substrata, 
including collagen films and gels, glycoprotein matrix and 
matrigel, together with descriptions of all standard media and the 
impact of heterologous cell interactions on the maintenance of 
differentiated function. The rather arbitrary nature of 
developments in this area, however, is at odds with the attempts 
to provide a theoretical basis for techniques found in other parts 
of the book. 
Generally, the book is well written with some good illustrations, 
especially in the early chapters. The authors do not intend to 
provide comprdlensive r ferencing but the booi¢ noes contain 
some useful addresses of suppliers and manufacturers in the 
appendix, especially useful br beginners to the area. This text will 
be a valuable asset to most laboratories, but especially to those 
bcgilmers confused by the ~lblklore' associated with hepatocyte 
isolation and culture. 
Richard Chenery 
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